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AB Disclosed are novel methods of using elongation factor p (efp) and 
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constituents of ribosomal complexes which comprise efp, the SOS ribosomai 
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subunit, the 30S ribosomal subunit, the 70S initiation complex, and 
related proteins^^of actors and enzymes. Methods^^ identifying compds . 
which modulate jj^Ptaryotic elongation factor 

p and modify cell function are described. Both in vitro and in 
vivo methods for identifying compds. which modulate such constituents and 
affect cell function are described. Such identified compds., including 
various antibiotics, which specifically affect cell growth, methods of 
treating various disorders with such compds., and antiseptics contg. such 
compds. are described. The present invention is also directed to methods 
and compds . that modulate prokaryotic elongation 
factor p. 

2000 : 535370 HCAPLUS 
133: 144893 

Assays for modulators of elongation factor p activity 
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ANSWER 2 OF 2 WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 
Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for screening for 

compounds which can be used as antibiotics comprises contacting efp with 

compound and determining if efp activity is modified. 

2000-524303 [47] WPIDS 

WO 200045177 A UPAB: 20000925 

NOVELTY - A method (Ml) for identifying a compound which modulates the 
activity of efp comprises contacting efp with a compound and determining 
whether the compound modifies activity of efp. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 

following: . ^ _ 

(1) a method (M2) for identifying a compound which modulates efp 

activity comprising: 
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with 
and 



(a) contacting a cell containing efp with a compound identified by 
Ml; and 

(b) deternu^Big whether the compound inhibitl^pbell growth; 

(2) a methoa(M3) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a composition comprising efp, N-f ormylmethionyl-tRNA 
(fMet-tRNA), 30S subunit, SOS, an mRNA containing an AUG sequence and 
initiation factors 1,2 and 3 with a compound; and 

(b) determining whether the compound allows fMet-tRNA to bind to a 
complex formed through the interaction of efp, 30S subunit, SOS, an mRNA 
containing an AUG sequence and initiation factors 1,2 and 3; 

(3) a method (M4) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with prokaryotic 30S subunit or 70S ribosome to 
form a composition; 

(b) contacting the composition with a compound; and 

(c) determining whether the compound binds to efp in association 

the 30S . subunit or 70S ribosome or interferes with the binding of efp 



the 30S subunit or 70S ribosome; 

(4) a method (MS) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with a composition comprising either SOS subunit 
or 7 0S ribosome, a tRNA fragment comprising CACCA- radiolabeled amino acid 
and a peptide bond donor to form a second composition; 

(b) contacting the second composition with the compound; and 

(c) determining whether the compound inhibits the first peptide bond 
reaction; 

(5) a method (M6) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a cell or composition containing efp with a 

detectably 

labelled oxazolidinone compound known to bind efp; 

(b) contacting the composition or cell with an unlabelled compound; 

and 

(c) determining whether the unlabelled compound displaces the 
labelled oxazolidinone compound from the complex; 

(6) a method (M7) for identifying a compound which modulates efp but 
not eukaryotic elFSA activity comprising: 

(a) determining whether the compound modulates the activity of 
prokaryotic efp by Ml - M7; 

(b) contacting elFSA with a composition comprising methionyl-tRNA 
(Met- tRNA) , 80S ribosome, an mRNA containing an AUG sequence, initiation 
factors eIF-2, eIF-3, eIF-5, eIF-4C, eIF-4D and a peptide bond donor to 
form a second composition; 

(c) contacting the second composition with a compound; and 

(d) determining whether the compound inhibits the first peptide bond 
reaction of a complex formed through the interaction of elFSA, Met-tRNA, 
80S ribosome, an mRNA containing an AUG sequence, initiation factors 
eIF-2, eIF-3, eIF-5, eIF-4C and eIF-4D; and 

(7) modulating the activity of prokaryotic efp, the 30S subunit, SOS 
subunit, 70S ribosome or L16 protein comprising contacting the efp or 

cell 

or cell preparation containing the efp, the 30S subunit, SOS subunit, 70S 
ribosome or L16 protein with an oxazolidinone compound. 

USE - To screen for compounds which modulate ribosome mediated 
peptide bond formation. These screening assays can be used to discover 
new and useful antibiotics. 

ADVANTAGE - This screening method is more rapid and direct than 
currently available methods. 
Dwg. 0/0 
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TI Identifying a compound which modulates the activity of prokaryotic 
elongation factor p (efp) for screening for 

compounds which can be used as antibiotics comprises contacting efp with 

a 

compound and determining if efp activity is modified. 
AN 2000-524303 [47] WPIDS 
AB WO 200045177 A UPAB: 20000925 

NOVELTY - A method (Ml) for identifying a compound which modulates the 

activity of efp comprises contacting efp with a compound and determining 

whether the compound modifies activity of efp. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 

following: , . ^ , _ . 

(1) a method (M2) for identifying a compound which modulates etp 

activity comprising: 

(a) contacting a cell containing efp with a compound identified by 
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Ml; and 

(b) determy^ng whether the compound inhibi^^cell growth; 

(2) a methlB{M3) for identifying a compoun<^Pnich modulates efp 
activity comprising: 

(a) contacting a composition comprising efp, N-f ormylmethionyl-tRNA 
(fMet-tRNA), 30S subunit, SOS, an mRNA containing an AUG sequence and 
initiation factors 1,2 and 3 with a compound; and 

(b) determining whether the compound allows fMet-tRNA to bind to a 
complex formed through the interaction of efp, 30S subunit, SOS, an mRNA 
containing an AUG sequence and initiation factors 1,2 and 3; 

(3) a method (M4) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with prokaryotic 30S subunit or 70S ribosome to 
form a composition; 

(b) contacting the composition with a compound; and 

(c) determining whether the compound binds to efp in association 

with 

the 30S subunit or 70S ribosome or interferes with the binding of efp 

and 

the 30S subunit or 70S ribosome; 

(4) a method (M5) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with a composition comprising either SOS subunit 
or 70S ribosome, a tRNA fragment comprising CACCA- radiolabeled amino acid 
and a peptide bond donor to form a second composition; 

(b) contacting the second composition with the compound; and 

(c) determining whether the compound inhibits the first peptide bond 
reaction; 

(5) a method (M6) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a cell or composition containing efp with a 

detectably 

labelled oxazolidinone compound known to bind efp; 

(b) contacting the composition or cell with an unlabelled compound; 

and 

(c) determining whether the unlabelled compound displaces the 
labelled oxazolidinone compound from the complex; 

(6) a method (M7) for identifying a compound which modulates efp but 
not eukaryotic elFSA activity comprising: 

(a) determining whether the compound modulates the activity of 
prokaryotic efp by Ml - M7; 

(b) contacting elFSA with a composition comprising methionyl-tRNA 
(Met-tRNA) , 80S ribosome, an mRNA containing an AUG sequence, initiation 
factors eIF-2, eIF-3, eIF-5, eIF-4C, eIF-4D and a peptide bond donor to 
form a second composition; 

(c) contacting the second composition with a compound; and 

(d) determining whether the compound inhibits the first peptide bond 
reaction of a complex formed through the interaction of elFSA, Met-tRNA, 
80S ribosome, an mRNA containing an AUG sequence, initiation factors 
eIF-2, eIF-3, eIF-5, eIF-4C and eIF-4D; and 

(7) modulating the activity of prokaryotic efp, the 30S subunit, SOS 
subunit, 70S ribosome or L16 protein comprising contacting the efp or 

cell ^ , _ _ _ 

or cell preparation containing the efp, the 30S subunit, SOS subunit, 70S 
ribosome or L16 protein with an oxazolidinone compound. 

USE - To screen for compounds which modulate ribosome mediated 
peptide bond formation. These screening assays can be used to discover 
new and useful antibiotics. 

ADVANTAGE - This screening method is more rapid and direct than 
currently available methods . 
Dwg. 0/0 
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L14 ANSWER 2 OF 2 WPIDS COPYRIGHT 2001 DERWENT INFORMATION LTD 
TI Identifying a cojjcound which modulates the activi^| of prokaryotic 
elongation fact^Jp (efp) for screening for 

compounds which can be used as antibiotics comprises contacting efp with 

a 

compound and determining if efp activity is modified. 
AN 2000-524303 [47] WPIDS 
AB WO 200045177 A UPAB: 20000925 

NOVELTY - A method (Ml) for identifying a compound which modulates the 

activity of efp comprises contacting efp with a compound and determining 

whether the compound modifies activity of efp. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for the 

following: 

(1) a method (M2) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a cell containing efp with a compound identified by 
Ml; and 

(b) determining whether the compound inhibits cell growth; 

(2) a method (M3) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a composition comprising efp, N-f ormylmethionyl-tRNA 
(fMet-tRNA), 30S subunit, 50S, an mRNA containing an AUG sequence and 
initiation factors 1,2 and 3 with a compound; and 

(b) determining whether the compound allows fMet-tRNA to bind to a 
complex formed through the interaction of efp, 30S subunit, SOS, an mRNA 
containing an AUG sequence and initiation factors 1,2 and 3; 

(3) a method (M4) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with prokaryotic 30S subunit or 70S ribosome to 
form a composition; 

(b) contacting the composition with a compound; and 

(c) determining whether the compound binds to efp in association 



with 
and 



the 30S subunit or 70S ribosome or interferes with the binding of efp 



the 30S subunit or 70S ribosome; 

(4) a method (M5) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting efp with a composition comprising either SOS subunit 
or 7 0S ribosome, a tRNA fragment comprising CACCA-radiolabeled amino acid 
and a peptide bond donor to form a second composition; 

(b) contacting the second composition with the compound; and 

(c) determining whether the compound inhibits the first peptide bond 
reaction; 

(5) a method (M6) for identifying a compound which modulates efp 
activity comprising: 

(a) contacting a cell or composition containing efp with a 

detectably 

labelled oxazolidinone compound known to bind efp; 

(b) contacting the composition or cell with an unlabelled compound; 

and 

(c) determining whether the unlabelled compound displaces the 
labelled oxazolidinone compound from the complex; 

(6) a method (M7) for identifying a compound which modulates efp but 
not eukaryotic elFSA activity comprising: 

(a) determining whether the compound modulates the activity of 
prokaryotic efp by Ml - M7; 

<b) contacting elFSA with a composition comprising methionyl-tRNA 
(Met-tRNA) , 80S ribosome, an mRNA containing an AUG sequence, initiation 
factors eIF-2, eIF-3, eIF-5, eIF-4C, eIF-4D and a peptide bond donor to 
form a second composition; 

(c) contacting the second composition with a compound; and 

(d) determining whether the compound inhibits the first peptide bond 
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reaction of a complex formed through the interaction of elFSA, Met-tRNA, 
80S ribosome, aMgRNA containing an AUG sequence JfcLnitiation factors 
eIF-2, eIF-3, e^K, eIF-4C and eIF-4D; and 

(7) modulating the activity of prokaryotic efp, the 30S subunit, SOS 
subunit, 70S ribosome or L16 protein comprising contacting the efp or 



cell 

or cell preparation containing the efp, the 30S subunit, SOS subunit, 70S 
ribosome or L16 protein with an oxazolidinone compound. 

USE - To screen for compounds which modulate ribosome mediated 
peptide bond formation. These screening assays can be used to discover 
new and useful antibiotics. 

ADVANTAGE - This screening method is more rapid and direct than 
currently available methods . 
Dwg. 0/0 
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prokaryotic elongation factor 

p (efp) for screening for compounds which can be 

used as antibiotics comprises contacting efp with a 
compound and determining if efp activity is modified. 
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